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(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=MDAY>

To: Abbas Ebrahim, MD
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Part 1 — Program Introduction and Overview
# Slide Narration
1 Gudin

_— Hello, my name is Jeff Gudin. I'm the
MATTERS director of pain management and
palliative care at the Englewood
Hospital and Medical Center in

EVOLVING ROLES, SAME GOALS: Englewood, New Jersey, and also a

T | Clinical instructor of anesthesiology at
the Icahn School of Medicine at

. H Mount Sinai.

| want to welcome you to our
program, titled “Evolving Roles, Same
Goals: The Changing Landscape of
Pain Management.”

Gudin

Faculty Introductions Before we get started, | want to
o introduce you to our faculty for the
N program.

00d, NJ

The Changing Landscape of Pain Management

uctor, Anesthesiology
choolof Medicineat Mt Siniai

ko NY Argoff

I’'m Charles Argoff, a professor of
neurology at Albany Medical College
(z)|| and director of the Comprehensive
Pain Center at Albany Medical Center
in Albany, New York.

Brennan

I’'m Michael Brennan. I'm the medical
director and chief medical officer of
the Pain Center of Fairfield in
Fairfield, Connecticut.

I’'m also associate medical director for
the Chronic Pain and Recovery Center
at the Silver Hill Hospital in New
Canaan, Connecticut.

Gudin
Welcome gentlemen.

Argoff and Brennan
Glad to be here.

Confidential TEVA_MDL_A_08652505
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Disclosures

« This promotional program was developed by Teva and the
faculty are presenting on behalf of Teva

» The faculty have received compensation from Teva to make
this presentation

Gudin

| also want to let you, our audience,
know that this program was
developed by Teva Pharmaceuticals,
that the three of us are presenting on
behalf of Teva, and that we have
been compensated by Teva to
develop this presentation.

Program Overview

= Today's Objectives
— OQutline some of the options for pain management,
focusing on the role of opioids

« Although efficacious, opioids are subject to misuse, abuse,
and diversion

— Consider the role of HCPs, patients, and government
as part of a multifaceted approach to address these
issues

Discuss how industry may play a role in augmenting a
multi-faceted approach through the development of
abuse-deterrent opioid formulations

+ Review FDA draft guidance on their development

Gudin

Over the course of this program, we
will discuss some of the issues we all
deal with on a day-to-day basis.
Specifically, we'll take a look at
treatment options, focusing on
opioids. As we all know, opioids are
used to treat paineemmenly
efficacious;-but abuse can occur are
subjecttomisuse abuseand
diversion—As such, it's important that
we, as pain practitioners, understand
when and how to use them.

We will also examine a multifaceted
approach to addressing issues
associated with opioids, and how
HCPs, patients, and the government
can help in safeguarding medications.

Finally, we’ll take a look at how the
development of abuse deterrent
opioids may play a role in this
multifaceted methodology, taking
information from the 2013 FDA Draft
Guidance on this topic.

Confidential
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Part
5

— Complexities in Pain Management

PAIN
MATTERS

COMPLEXITIES IN PAIN MANAGEMENT

Introduction

Gudin

Hi, I'm Jeff Gudin and | am going to
start this program by talking about
some of those day-to-day challenges
a practitioner may face when it
comes to prescribing opioids.

Gudin

Chronic pain constitutes a significant
medical need in the United States.
We recognize that patients are living
longer with chronic illness, surviving
their trauma or cancer, and suffering
with multiple comorbidities that all
have pain in common.

We know that pain affects over 100
million Americans and costs this
country a significant amount of
money, estimated at over 600 billion
dollars annually in direct costs and
lost productivity. And we know that
there's a cost to patients as well, that
chronic pain may impact routine
activities.

Now, we know there are a few
choices for analgesic medications,
and opioid analgesics represent an
important tool in our chronic pain
arsenal. Unfortunately, with the
expanding use of opioid analgesics,
an epidemic of prescription opioid
abuse has resulted due to the
diversion of these powerful
analgesics to the non-patient
population.

One of the challenges for those of us

Confidential
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who treat pain patients has been how
to utilize these important analgesics
safely and effectively. And what
we've recognized is that there's no
simple solution. A multifaceted
approach is needed to make sure that
pain management is adequately
provided to patients who need it,
while we also deal with issues such as
abuse, misuse, and diversion of these
substances.

We've developed strategies to deal
with opioid abuse, most notably
focused around educating the many
parties involved. The pharmaceutical
industry has also stepped up and is
trying to play a role in preventing the
misuse and abuse of prescription
analgesic medications.

One way that they've done this is
through the development of abuse
deterrent formulations. And any time
we treat patients, always in the back
of our heads as clinicians is, we have
to balance our treatments. So we
have to provide patients with
adequate analgesia, but minimize the
adverse events associated with those
medications, and not just
physiological adverse effects, but also
the adverse effects of opioid abuse,
misuse, and/or diversion.

Confidential
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Opioids An Important Analgesic Option

Opioid Prescriptions Dispensed by Retail Pharmacies—
United States, 1991-2013

iptions (milions)

S ‘ —~

Total P

Gudin

| mentioned before that opioids are
certainly an important analgesic
option in the chronic pain
management world. This has been
recognized over time. And if you look
at this chart, starting in the early
1990s, taking us up to 2013, you
could see that there has been a slow,
yet progressive increase in the
amount of opioids dispensed by retail
pharmacies in the United States.
Again, this has to do with our
improved abilities to assess pain and
our willingness to treat chronic pain
with a treatment regimen that
includes opioids .

Unfortunately, the greater volume of
opioid analgesics has also resulted in
issues related to misuse or diversion

of these important analgesics.

Unintended Consequences of Abuse

Drug Overdose Deaths by Major Drug Type—
United States, 1999-2010
6650 —Opioids ——Hercin ——Cocaine ~——Benzodiazepines
16000
14000
12000
10000
8000
6000
4000 = - T —
M0 s —_—

Number of Deaths

1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2008 2010
Year

Gudin

Beyond increased misuse and
diversion, there has also been an
increase in deaths due to drug
overdose. As you can see in this
chart, prescription opioids outrank
both heroin and cocaine combined as
a cause of death here in the United
States.

Looking at the slope of these curves,
you see that drug overdose deaths
due to prescription opioid use has
outpaced heroin and cocaine,
highlighting the need to develop
strategies to prevent prescription
opioid misuse and abuse.

It's important for clinicians to
recognize that the majority of these
deaths are unintended. These are
not suicide attempts. These are

Confidential
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people who escalate their doses of
opioids, usually combined with
alcohol or other central nervous
system depressants, and
unintentionally die because opioids
contributed to their respiratory
depression.

What Is the Scope of Intended Abuse/Addiction?

Percent of patients
being treated with
chronic opioid
therapy with high
likelihood of
abuse/addiction

Gudin

David Fishbain, a renowned academic
pain psychiatrist from the University
of Miami, conducted an evidence-
based review of the chronic pain
literature, focused on patients with
non-cancer and non-malignant pain
who were receiving chronic opioid
analgesic therapy. He looked at 67
different studies that evaluated the
abuse or addiction rate, aberrant
drug-related behaviors, and urine
toxicology testing.

And what he found is that only 3.27
percent of patients being treated
with chronic opioid therapy had a
high likelihood of abuse or addiction
with their opioid analgesics. Most
notably, he found a 25 times lower
rate of abuse or addiction in patients
who didn't have a prior history of
abuse or addiction.

This is an important data set for us to
recognize that the risk is clearly
greater in patients with a previous
history of abuse or addiction and that
it's relatively low for patients with
chronic non-malignant pain who
don't have a previous history of
addiction.

Confidential
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10

e 10

Source of Opioid Diversion with Increasing Non-medical Use’

Most Common Source of Opicid by
Frequency of Nonmedical Use

% Obtained

Number of Days of non-medical Use (i)

Gudin

Here we see data from the Substance
Abuse and Mental Health Services
Administration, or SAMHSA.

We all know that the most common
initial source of opioids for
nonmedical use comes from a friend
or family member for free, but as the
frequency of non-medical use
increases, the opioid becomes more
likely to come from a clinician,
highlighting the need for us to
educate and empower our patients to
use their medication appropriately.

This brings us to the end of our
discussion on some of the
complexities clinicians face in pain
management, and | hope you found
this chapter informative.

Please return to the main menu and
select the next chapter to hear Dr.
Argoff tell you more about the role
that clinicians and others can play in
addressing opioid abuse.

Confidential
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Part 3 — Addressing Opioid Abuse: A Multi-Faceted App

11

12

PAIN
MATTERS

ADDRESSING OPIOID ABUSE:
A MULTI-FACETED APPROACH

Approaches to Mitigate Opioid Abuse

seation
Clinician education on: appropriate prescribing, screening, monitoring, and patient management
~ Patient education on adherence, storage, and disposal

rug Monitoring Programs (PDMPs)

~ Scheduling changes
- Risk Evaluation and Mitigation Strategies (REMS)
~ Changesto opioid abeling

oach
Argoff
I’'m Charles Argoff, a professor of
neurology at Albany Medical College
and director of the Comprehensive
Pain Center at Albany Medical Center
in Albany, New York.

In the previous chapter, you heard Dr.
Jeff Gudin discuss some of the
challenges we face with balancing the
need for effective pain management
with some of the dangers of
prescription opioid use. To continue
this conversation, I'll focus on how
we can address opioid abuse with a
multifaceted approach.

Argoff

There are many approaches to
mitigate opioid abuse, and | would
like to divide them into three main
buckets.

First, it's education that ensures
clinicians understand how to
prescribe, screen, monitor, and
manage patients appropriately with
opioid therapy. This should be
combined with patient education on
adherence to a treatment program,
as well as appropriate storage and
disposal of opioids.

Second is the availability and use of
tools that can help us guide the
approach to managing a person on
opioid therapy. For example,
prescription drug monitoring
programs, which have been
developed in almost every state, help
us as clinicians see what controlled
substances our patients are currently
being prescribed.

We have also had scheduling changes

Confidential
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regarding opioid therapy. We have
risk evaluation and mitigation
strategies or REMS programs to help
us guard against opioid abuse,
changes to opioid labeling, and abuse
deterrent draft guidance from the
FDA.

The FDA draft guidance outlines how
abuse deterrent properties can be
tested and what claims the FDA might
allow in the product’s package insert
based on favorable study results.

Stakeholders Addressing Opioid Abuse

A collaborative approach is necessary

HCPs Patients Government Industry
State + Federal

A multifaceted approach to mitigating risk is required
to ensure safe and effective pain management

14

Argoff

It's important to recognize that there
are multiple stakeholders who are
involved in addressing opioid abuse
and it is necessary for there to be a
collaborative approach among these
groups.

These groups include healthcare
professionals who are currently
involved in managing patient care,
the patients themselves, State and
Federal government entities, as well
as industry. To ensure safe and
effective pain management, we need
a multifaceted approach between all
parties to recognize and mitigate the
risks associated with opioid use.

HCP Approaches to Mitigate Opioid Abuse

How often are these done in “low-risk” patients?

Universal Precautions
i dia

Various Instruments including:

HCPs are at the forsfrontof pain managementand employ.
multiple methodsto assess opioidisk in individual patients

Argoff

Healthcare providers can play a role
by following universal precautions,
incorporating screening strategies,
and monitoring patient adherence to
prescription opioids.

Some of the elements of universal
precautions are outlined here, and
include establishing a diagnosis,
incorporating the use of a treatment
agreement, periodic pain
assessments, reviewing the diagnosis,

Confidential
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and of course, ensuring appropriate
documentation.

Establishing the diagnosis is
important to understand the medical
reason for opioid therapy in the
patient.

Treatment agreements between the
prescriber and the patient are also
part of universal precautions and
ensure both parties understand and
agree to how pain will be managed.

Assessing the pain itself, not only the
character of the pain but the intensity
of the pain, the impact that that pain
has on that person’s life, vocation,
recreational activities, and so on is
also part of this process.

Reviewing diagnoses as we take care
of patients over a period of time is
also warranted, particularly when
other treatments and diagnoses
change.

Documenting all of these is critical as
well to ensure all clinicians involved
in patient care understand why and
how treatment decisions have been
made with regard to opioid therapy in
this individual.

In terms of screening, there are
various instruments that we could
use as healthcare providers to
identify risk of opioid abuse in our
patients, and some of them are listed
here.

We also have adherence monitoring
approaches. State-specific
prescription drug monitoring

Confidential
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Patient Responsibilities

> = Kesp opioids hidden or locked 1o avoid access by famiy
Safe Storage'? or friends
~ Never share opiaids wilh athers.

programs provide us with some
insight into the use of opioids by a
particular patient, but may vary
widely between states.

Random drug screens are important.
Random urine drug screens may be a
way of confirming or evaluating
adherence for the people to whom
we prescribe medications, as is pill
counting to see whether it appears
that the person who we’re
prescribing the medication to is
actually using it in a way that we have
prescribed it and is adhering to that
regimen.

Keep in mind, even though we might
consider any of our patients to be low
risk for opioid abuse, no patient has
zero risk of it. As healthcare
providers, we are the front line
against opioid abuse, and as such, we
need to use multiple methods to
support safe and effective use of the
treatments we prescribe.

Argoff

The patient has responsibilities as
well, which we can help through
patient education. For example, we
can help the patient understand how
to safely use, store, and dispose of
opioids.

From a safe use point of view, we can
encourage our patients to take their
medications as prescribed, to
understand the risks associated with
chronic opioid therapy, and to be
aware of inappropriate use and its
consequences.

From a safe storage point of view, we
don’t want a person’s opioid therapy

Confidential
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Whatis a PDMP?

Prescription Drug Monitoring Program

wide electronic database
cts data on substances dispensedin state

~  Housed by designated state agency (eg, regulatory. administrative, law enforcement)

Accessibleto authorized personnel

Supports legitimate access to controlled substances
- Identifies and deters drug abuse and diversion
Facilitates identification and treatment of those addicted to prescfiption drugs
~ Providesuse and abuse data to inform public health efforts
~  Educatesindividuals on use, abuse, and diversion

to be in the hands of their child or an
animal or a family member who
shouldn’t be using it or a friend who
is visiting because that could be
dangerous. Just a single dose can be
very dangerous to someone who is
not supposed to be using an opioid
analgesic.

So opioids should be locked or hidden
to avoid access by family or friends
and of course our patients need to
know never to share their opioids
with others because again, a single
dose can be regrettably but
realistically catastrophic with respect
to adverse outcomes, including
death.

Safe disposal is also very important.
There are increasing numbers of
community-sponsored take-back
programs so opioids in a particular
community may be disposed of
through this approach and if that’s
not available, the Office of Drug
Control national policy
recommendations have been
established and can be accessed to
allow for an environmentally friendly
disposal approach to these
medications, which often involves
taking the medication and disposing
of it with coffee grounds or cat litter.

Argoff

So what exactly is a prescription drug
monitoring program? By definition it
is a statewide electronic database
and it is designed to collect data on
substances dispensed in that
particular state. It is housed within a
designated state agency, so it could
be a regulatory, administrative or law
enforcement agency; this may vary

Confidential
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from state to state and it’s accessible
only by authorized personnel.

For example, in New York state, for
me to access our database | need to
have a special identification number
and password and | have to file an
application to become an authorized
user of the PDMP.

What are the benefits? Well, thisis a
program that allows us to see what
controlled substances a specific
patient may be receiving in that state
and in that way it helps to support
legitimate access to controlled
substances.

PDMPs may also be able to help
identify and deter drug abuse and
diversion. They may be able to
facilitate identification and treatment
of those addicted to prescription
drugs by detecting certain patterns,
which can be very helpful in cases
where addiction is not obvious.

They also allow you to establish that
you will be monitoring every patient’s
opioid use patterns.

They may provide use and abuse data
to support public health efforts in a
more global way and it certainly helps
to educate all of us, especially our
patients, on how to effectively use
medications and how we can all play
a role in limiting abuse and hopefully
reduce diversion.

Confidential
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PDMPs State by State’

~  Which prescribers mustreport

~ Lagtime In reporting
Accesstodata

~  PDMPs may modify prescribing
behavier, redlice *doctor
shopping, and speed
investigations

The full benefitof PDMPs will not be reached until all states
implement data sharing and interoperability between each other®

18

Argoff

As you can see, Missouri is the only
state currently without an enacted
prescription drug monitoring program
and most other states have an
operational prescription drug
monitoring program.

PDMPs vary state by state, but in
general they all are constructed to
help clinicians understand how
patients use prescription opioids,
which may then impact our
prescribing behavior. This can be
used to help reduce doctor shopping
and to promote higher levels of
safety.

It’s also fair to say that the full benefit
of prescription drug monitoring
programs will not be reached until all
states implement data sharing and
interoperability between each other
to ensure transparency of opioid use
across state lines.

Medicaid “Lock-In” Program

1 Patient, 1 PCP, 1 Pharmacy

w allows Medicaid to restnct patients who ovensiize: Medicaid senvices to designated providers.

s cai be testricled (‘lacked () 1o receive teaiment and prescriptions from & designated

n/and phamacy costs

cin programs might be adopled by ather gavernimental payers and possibly private insurers as well —~

Argoff

Those of you with patients on
Medicaid are aware of its lock-in
program, which provides some ideas
on how to limit abuse as well.

Federal law allows Medicaid to
restrict patients who overutilize
Medicaid services to designated
providers. It does so by requiring a
patient to be seen by one HCP and
obtain their prescriptions from a
single pharmacy.

The purpose of this is to empower a
single provider to coordinate care, to
reduce doctor and pharmacy
shopping, to limit drug diversion, and
to reduce healthcare utilization and

Confidential
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DEA Changes to Opioid Scheduling

Higher potential for abuse Schedte \/

and dependence

Lower potential for abuse
and dependence

pharmacy cost. Now this might be
adopted by other governmental
payers beyond Medicaid and even by
private insurers as well to accomplish
the same purposes.

20

Opioid Risk Evaluation and Mitigation Strategies (REMS)

One or more
elements. R
to assure safeuse'2 B

Argoff

As we alluded to earlier, opioid
scheduling can also help address
prescription opioid abuse. As you
know, the lower the number, the
higher the potential for abuse and
dependence.

Hydrocodone products were
rescheduled from Schedule 3 to
Schedule 2 in late 2014, which makes
the process of obtaining a
prescription and refills somewhat
more difficult.

Argoff

The US Food and Drug Administration
has also established a series of steps
designed to help reduce opioid-
related risks, and these are known
collectively as opioid risk evaluation
and mitigation strategies, or REMS.

They include the establishment of a
medication guide or patient package
inserts, a communication plan, one or
more elements to assure safe use, an
implementation system and a
timetable for reporting the REMS
assessments to see if these strategies
have been effective or not.

Confidential
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REMS Programs Differ by Opioid Class

22

Recent FDA Labeling Changes for ER/LA Opioids

INDICATION CHANGE #1

ER/LA opioids are indicaled for
mariagement of pain severe enough to
require daly, around the elock, long-
lerm opioid Ireatment. and for which
allemalive freatments ere inadequale

INDICATION CHANGE #2
uid

sufficioni management of pain

Argoff

REMS programs differ by opioid class.
For example, immediate-release
opioids do not require a risk
evaluation and mitigation strategy
program per FDA guidelines. The
transmucosal immediate-release
fentanyl products or TIRF do involve a
REMS program and practitioner and
manufacturer participation is
mandatory, with access restricted to
prescribers who have completed
certain educational activities and
have scored successfully on an
examination.

In other words, not everyone with a
DEA number can prescribe this
medication. There has to be an
additional set of educational activity
before that can happen.

With extended-release and long-
acting opioid therapy, participation in
the REMS program is not mandatory
for the practitioner and access is not
restricted to prescribers who have
fulfilled certain criteria.

Argoff

The federal government, through the
FDA, can also change what’s in the
package insert of a product. Here,
you see some recent changes in the
package inserts of extended-release
opioids.

As you can see, the indication itself
for extended-release and long-acting
opioids has changed in two ways.

The first change specifies that
extended release or long-acting

Confidential
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A Multi-Faceted Approach to Addressing Opioid Abuse

- PDMPs
~ REMS

- Labelingchanges

opioids are indicated for
management of pain severe enough
to require daily around the clock,
long-term opioid treatment and for
which alternative treatments are
inadequate.

The second change states that these
agents should be reserved for use in
patients for whom alternative
treatment options (for example, non-
opioid analgesics or immediate-
release opioids) are ineffective, not
tolerated or are otherwise
inadequate to provide sufficient
management of pain.

There are also post-marketing studies
the FDA now requires. The FDA
specifically is requiring new studies to
further assess the known serious risks
of misuse, abuse, and increased
sensitivity to pain (sometimes known
as hyperalgesia), addiction, overdose,
and death.

Finally, there is also a new boxed
warning that states “chronic maternal
use of these products during
pregnancy can result in neonatal
opioid withdrawal syndrome or
NOWS.”

Argoff

To summarize, we need to really
consider a multifaceted approach to
addressing opioid abuse. The key
stakeholders in this multifaceted
approach include healthcare
providers, patients, and government.
As we discussed, healthcare provider
strategies for mitigating opioid abuse
include universal precautions,
screening for drug abuse and abuse
risk, urine testing, and adherence
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monitoring.

Patients should also be educated,
specifically on the methods and
importance of safe use, safe storage,
and safe disposal of opioids.

The Federal and State government
have developed and continue to
develop programs aimed at making
opioid diversion and abuse more
difficult and less likely including the
use of prescription drug monitoring
programs, the risk evaluation and
mitigation strategy programs or
REMS, and labeling changes.

I hope you enjoyed this chapter of
the program and better understand
the role that HCPs, patients, and the
government play in a multifaceted
abuse mitigation strategy.

| also want to suggest that industry
may play a role in helping mitigate
opioid abuse. To tell you a little more
about this and the potential role of
abuse deterrent opioids, please
watch the final chapter in this series
presented by Dr. Michael Brennan.
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Part 4 — Developing Abuse-Deterrent Opioids

24

25

PAIN
MATTERS

DEVELOPING ABUSE-DETERRENT OPIOIDS

Various Approaches to Abuse Deterrent Opioids QA

Physicall = My prevenl. cheming, ciusking, cutting grating, ginding,
(o) Rusists xtrcton by sohents
Bariers

Brennan

I’'m Michael Brennan and I'm the
medical director and chief medical
officer of the Pain Center of Fairfield
in Fairfield, Connecticut.

I’'m also associate medical director for
the Chronic Pain and Recovery Center
at the Silver Hill Hospital in New
Canaan, Connecticut.

Over the previous chapters in this
program, you heard about some of
the issues associated with opioid use
and how HCPs, patients, and the
government can help reduce risks
associated with opioid therapy.

Now, I'm going to tell you about the
potential role that the
pharmaceutical industry might play in
mitigating opioid abuse, specifically
through the development of abuse-
deterrent opioids.

Brennan

You'll see that there are 5 general
approaches that have been
recognized by the FDA as categories
of abuse deterrent opioids. These
include physical/chemical barriers,
antagonist combinations, aversion
substances added to the analgesic,
delivery system characteristics, and
finally, pro-drugs.

Each one of these will be discussed in
detail a little further on with how the
FDA will be testing the abuse
deterrent qualities, but keep in mind
that all of these products, no matter
how they’re made, have to have a key
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FDA Draft Guidance on Abuse-Deterrent Opioids

Provides guidance on studies that should be
conducted:

t a formulation has abuse-

will be evaluated

aims may be proposed based
those studies

S ST e ey D8 1 e (’w"‘"""\)

component, which is: when the drug
is not altered or when the delivery
system is not altered, the medicine
works as well for pain with
comparable side effects to a drug that
does not have abuse deterrent
characteristics.

So that’s the technical issue, right?
Creating a drug that will work for
pain, but at the same time making it
difficult for somebody to want to
abuse that drug or make abusing the
drug less beneficial.

27

FDA Draft Guidance for Abuse-Deterrent Opioids

tHireit

Categories of Studies

Brennan

So where does the industry get their
ideas on how to do this? There was a
guiding principle document known as
the Draft Guidance on Abuse
Deterrent Opioids that was published
by the FDA in 2013.

Anyone who is interested in getting
the background on abuse deterrents
should review this so they could see
the hard work that’s gone into it both
from the pharmaceutical industry, as
well as government oversight
agencies.

Brennan

There are several study types that
companies will need to subject their
products to in order to enable the
company to make claims in the
package insert. And for those of us
who see pharmaceutical reps or go to
programs, we know how important
this will be for getting the message
across to clinicians about abuse
deterrents.

So there are four general types of
studies that need to be done to get
the ultimate label of a true abuse

Confidential

20

TEVA_MDL_A_08652524
P-27987_00022



PAIN-40128 Pain Matters: Evolving Roles, Same Goals Video Script

deterrent opioid. Now, typically we
think that in a sequential series, one,
two, three and four, things would
follow each other, but it’s very
important to notice as we look
through these studies that they don’t
necessarily build upon each other.

And as we go into the types of abuse
deterrent technologies, it’ll become
clear that certain technologies may
meet one type of study and prove
beneficial, but not necessarily a
different type.

The first kind of studies are the
laboratory manipulation and
extraction studies. These determine
if tampering with the drug can
override the formulation and provide
access to the unadulterated opioid.

The next are the pharmacokinetic
studies. These look at how the
normal drug works when it’s been
taken by the individual, whether the
capsule or the aversion or the
antagonist that’s been added has any
direct effect on the intended
pharmacokinetic effect of the drug,
and after the drug has been
manipulated in the lab, if there is any
alteration in the pharmacokinetics.

For example, if there is an increased
availability of the drug or if there is a
shortening to peak plasma
concentration.

These studies are key because for
many of us, pharmacokinetics are
linked with the pharmacodynamic
effect of the drug.
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Four Tiers of Label Claims

3 Expectedtoresultina
meaningful reduction in abuse

The third type of test is the clinical
abuse potential study. These are
studies that look to see how the drug
in its unaltered and altered state is
viewed by recreational drug users.

Finally, and perhaps the greatest
hurdle, will be the post-marketing
studies. Has there been a
demonstrable reduction in abuse
based upon the availability of a
certain drug in the market? As you
can imagine, it’s going to take several
years to determine if there’s been a
positive effect.

Brennan

Now, there are four tiers of label
claims that can be achieved and put
into the package insert.

The first is that the medication has
been formulated with a
physiochemical barrier to abuse.

Another claim is that the drug is
expected to reduce or block the
effect of the opioid when the product
is manipulated.

The third is that the medication is
expected to result in a meaningful
reduction in abuse and finally, the
fourth tier that everyone will be
trying to achieve, is that the
formulation has been shown to
reduce abuse of the opioid molecule
in the community.
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FDA Draft Guidance for Laboratory Manipulation and
Extraction Studies

Study Design

Brennan

Let’s look carefully at the
manipulation studies that have been
put forth by the FDA. The goal of this
type of study is to see, through
physical or chemical manipulation, if
a drug can be easily extracted from
the formulation.

So the goal is to look at particle size
and determine if a small enough
particle of active drug can be
extracted through various methods
(including crushing, grinding,
hammering, chemical reactions, and
changing temperature). In other
words, think of whatever a closet
chemist might try to do to get that
active drug out of the delivery
system.

Let me emphasize this again.
Remember, the molecules we’re
using are the same 13 or so
molecules that are available in the
United States that are deemed opioid
analgesics. So it’s not the molecule
really. What we’re looking at are the
formulations carrying those
molecules. Can those formulations
protect and make it so the drug is less
likely to be used in ways other than
intended?

And the studies also include, as |
mentioned, solubility studies and
we’re trying to target three specific
means of abuse: snorting, smoking,
and injecting. Why are these three
the types mentioned by the FDA?
Because these are the approaches
that more often linked to substance
abuse and addiction.
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FDA Draft Guidance for Pharmacokinetic (PK) Studies

nterestCom|

Study Design

lial)

ing Intactand Manipulated Formulations

31

FDA Draft Guidance for CAP* Studies

Brennan

The second types of studies that |
mentioned earlier are the PK studies.
So for those of you who can
remember back to medical school,
pharmacokinetics look at how a drug
acts in the system by looking at
plasma concentration.

So we're interested at looking at
maximum plasma concentration, the
time to reach this maximum, the total
area under the curve, a relevant
partial area under the curve, which
we think is very important in
substance abuse that is, how quickly
does the drug get absorbed and how
much is absorbed in 30 minutes and
up to 2 hours, and then what'’s the
terminal elimination half-life?

What's very important in these trials
is to try and understand if
manipulation of the drug has an
effect on the rate of rise of drug
concentration. We want to
determine if other substances, benign
substances (food, alcohol, water,
other common solutions, such as
soda) might affect the way the drug is
ultimately absorbed and what effect
they might have, and also record the
incidence of adverse events.

Weasurements of Interest

« Drugliking (g, How much did you like the drug?")
B8l . Assessmentofhigh (eg, “How high are you?")

- Goodafiects (eg, =

bl - Bad effects (eg. sp s)
Edl - Likelinoodto use drug again (eg. *How likely are you to use this drug again?”)

Strong fiking

Brennan

Let’s take a look at what are known in
the draft guidance as CAP, or Clinical
Abuse Potential, studies. These are
what we used to refer to as the
Human Abuse Liability potential of a
drug, measured in a way that many
clinicians find interesting.

It’s basically exposing recreational
non-dependent individuals to the

Confidential

24

TEVA_MDL_A_08652528
P-27987_00026



PAIN-40128 Pain Matters: Evolving Roles, Same Goals Video Script

32

opioid formulation. So people who
aren’t physically dependent on an
opioid, but will use them
recreationally and have enough
experience to understand what the
normal high of an opioid would feel
like.

And what the subjects are asked to
do is tell us how much they like the
drug. So they’re given a visual analog
scale, sometimes it’s a 0 to a 100 or
it’s a strong dislike to a strong liking
similar to this bipolar scale on the
slide where the individual is asked
after being exposed to the drug how
much they like it or dislike it.

And they’re asked questions,
questions that you and | won’t ask in
our clinics, like how high are you,
what’s the euphoria like? | mean, we
may ask our patients about adverse
events, but here we’re trying to tease
out different information from these
recreational drug abusers and then
the all-important question, how likely
are you to abuse this drug if you can
get it?

FDA Draft Guidance for Postmarketing Studies

e, of are based on dala from &

Study
Characteristics

abuse)
high-fisk subjects (eg, diug abusers)

Use of a Comparator
ciors

et changes)

Brennan

The FDA also notes that
pharmaceutical manufacturers can
conduct post-marketing studies in
order to examine if a formulation is
likely to decrease abuse in the
community.

The goals are to try and provide
estimates of how the drug is being
abused, whether it’s being snorted or
injected, and has this formulation
demonstrated a reduction in abuse.

These studies require sufficient
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Abuse-Deterrent Formulations:
Crush-Resistant Pills and Capsules

numbers to determine whether or
not there is a real or an artificial
effect, and as such, study populations
are going to have to be carefully
selected to target real-world abusers.

Comparators will also be looked at to
see if changes are due to the
formulation or other factors, like
public service announcements and
education of consumers and
clinicians. There will also likely be
other opioid comparators as part of
these studies.

34

Abuse-Deterrent Formulations: Agonist-Antagonist

+ Capsile containing many pelets of
opioid

+ Sequestered core contains an opioid 7 § R
ingtne. R o Q ™
TR + No notable antagonist effect f taken e
orally of  pellets are sprinked 3
good ey ) -

+ f cjushed or chewed, antagoristis
refeased, causing withdrawal

Brennan

Now that we’ve reviewed the studies
that may be conducted to test an
abuse-deterrent opioid formulation,
let’s switch gears and look at some of
the different approaches.

Perhaps the most common form of
abuse deterrent is the crush-resistant
pills and capsules. All of these have
in common a process that makes it
either very difficult to crush the pill,
or as we see in the bottom right
picture on this slide, a pill that if
crushed becomes a viscous or
gelatinous substance that’s very
difficult, if not impossible, to draw up
in a syringe or to snort.

Brennan

Here we see a different approach,
which is the use of agonist/antagonist
combinations.

For example, in a medication with a
sequestered opioid antagonist core,
the antagonist will only be released if
the formulation is manipulated. If the
product is tampered with, however,
the sequestered antagonist is
released, countering the effects of
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the opioid.

Regardless, we still have to ask, are
either of these approaches going to
prevent abuse entirely? Only time will
tell following the widespread use of
abuse-deterrent medications.

39 e | Brennan
The Continuing Evolution of Abuse-Deterrent Opioids In summary, different approaches to

opioid deterrence continue to evolve.
As | mentioned earlier, there are
aversive technologies, there are pro-
drugs that may become available.
This is a very exciting science and a
very exciting time to offer our

()| patients drugs that may make the
abuse of their drugs more difficult,
and may help potentially reduce
some of the stigma of taking pain
medicines.

It will take time to work through the
testing, especially the epidemiological
testing, but as these studies are
completed and reviewed by the FDA,
abuse-deterrent opioids will be able
to include language in their package
inserts to let clinicians know what
effect the formulation is likely to have
on abuse and abuse potential, which
will ultimately help us make better
informed decisions for our patients.

Thank you for watching this chapter
on the development of abuse-
deterrent opioids. If you haven’t
already, please be sure to return to
the main menu to watch the other
chapters, including Jeff Gudin talking
about the complexities we face in
pain management, and Charles Argoff
discussing a Multi-Faceted Approach
to Address Prescription Opoid Abuse.

27
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On behalf of all 3 faculty and Teva
Pharmaceuticals, we hope you
enjoyed the program and thank you
for your time.

Confidential

28

TEVA_MDL_A_08652532
P-27987_00030



Visible to Users invisible to Users

Page URL www . painmatters.com
Page Title Tag {Limited to 65 Characters) Pain Matters | Information & Resources for
Chronic Pain
Page Description {Limited to 150 characters Pain Matters is a comprehensive resource
including spaces) dedicated to providing infermation and support
for the management of chronic pain and opicid
| abuse deterrence

PageKeyWords | Pain, chronic pain, support, management, opioid

Confidential TEVA _MDL_A_ 00765944
P-27987_00031



Confidential

octe

Paln Perspactives
B

Somifie i

Resources

‘Chronic pois continpes fo b

Ampricans, and Tevo & oo
pringgemant thol meels

-] Maders, M, PR

TEVA_MDL_A_00765945

P-27987_00032



Confidential

faptensty by wnithine et i

O

dere

B w

LTHET COn i

Chronic
Ampricans, aad Teve s

f £
mrngemiant thatmeels theneeds of paopls fving with poinand

i

TEVA_MDL_A_ 00765946
P-27987_00033



TR T

faptensty by wnithine et i

O

dere

Confidential o F TEVA_MDL_A_00765947
P-27987_00034



TR T

faptensty by wnithine et i

O

dere

B8 E s

LTHET COn i

Chronic
Ampricans, aad Teve s

f £
mrngemiant thatmeels theneeds of paopls fving with poinand

i

Confidential o F TEVA_MDL_A_00765948
P-27987_00035



Confidential

TR T

O

dere

PR RN

LTHET COn i

Chronic
Ampricans, aad Teve s

f £
mrngemiant thatmeels theneeds of paopls fving with poinand

i

TEVA_MDL_A_ 00765949
P-27987_00036



Confidential

octe

R

aomiie g

e L et

Chronic po i
Americans, eod Tevo Eoomimitted to supporting responsible pain
2 ; ;
EE

apt thot

almeels ¥

H

FHRRRGer

TEVA_MDL_A_ 00765950
P-27987_00037



ENER R

of

lons

T

i

I

ERAH

¢

W

e

cang, and Tt

i

g

£

TEVA _MDL_A_00765951

Confidential

P-27987_00038



Confidential

octe

R

aomiie g

o

by Events

o-dung o th

CE

Americans, and Tews 5o
£
i

FHRRRGer

Chronic pais contipues

almeels ¥

aptt

H

TEVA_MDL_A_ 00765952
P-27987_00039



Confidential

octe

R

aomiie g

& @ aa @

Chronic pois continpes fo b

Americans, and Tews 5o
£
i

apt thot

almeels ¥

H

FHRRRGer

TEVA_MDL_A_ 00765953
P-27987_00040



CBim sh S0 S a L

O
TR LR

SaEbiea S

Confidential TEVA _MDL_A_00765%54
P-27987_00041



Confidential

Intengad fer
3, pricindas By

Wi [ Sk

w5
ot
=

Hwevaos)

s By it

Thi Paln Mo doo e

Begs o poaphe 000 Tadn SPsR by EHo pan. B OSSR

vy, g e e R o

7
k|

Wioka

{ ry Bighliged S g teatumd of Planiiateiy som
sl CERTIR A

i bnforrvsinn g

i

i i v g v Dt aflenls wppraiatelly T o

2 & Shenrdn
| i Astiite e 058 A wth it duchor S determing whal sy o

e s e ek s R sty el
EREREEE S i Snslor aral Cenimenl B B Do the nan s plee

S L B

Wy G e

s iimeld madion o bk T Y Sow panie iy with Seoes pEn,
£ i s e b ang .

§ Ity shworin paln % i G
sivarEbee Seluatnt Thomaty. SlUR LI, Sl BRRSIGRN BEI ...

TEVA_MDL_A_00765955
P-27987_00042



Visible to Users invisible to Users

Page URL www.painmatters.com/community-engagement

Page Title Tag {Limited to 65 Characters) Pain Matters | Welcome To The Community

Page Description {Limited to 150 characters Pain Matters provides a community for healthcare

including spaces) providers, industry thought-leaders and people
affected by chronic pain.

Page KeyWords =~ | Pain, chronic pain, community, healthcare .

| providers industry leaders

Confidential TEVA _MDL_A_00765958
P-27987_00043



Confidential

Welcome To The Community

Learn About Paln Mattsrs

e impsciof o

Lireg, 3

Share youridess with Pain Metters

Pain Perspeciives -
Community Bl

[T

Care

Pain Community

Events Calendar

Tl ey i 4

TEVA_MDL_A_ 00765957
P-27987_00044



Visible to Users invisible to Users

Page URL www.painmatters.com/community-
engagement/about-pain-matters
Page Title Tag {Limited to 65 Characters) Pain Matters | About Pain Matters
Page Description {Limited to 150 characters Learn about PainMatters.com—a comprehensive
including spaces) resource dedicated to providing information for
- . | theresponsible management of chronic pain

Peev e

| Pain, chironic igg?ain, support, maﬁﬂagem&nﬁ,ﬂp?aid

. iabyse

Confidential TEVA _MDL_A_00765958
P-27987_00045



Confidential

frbersdert for
1S, Atinnns Owy

COMRECT Y

LR

Stoema { Sarirvanity Ergagrmant bt P Hatiers

About

W pein, healthcare o

Phanmareuticals to offer gra

£ (TR BRTET
5, 805 community adve
overy Channel, bing

ol

Pain Matters

information and »

jecase.

of topes, The
ase wha vewithit andd those

S 0N 2 VEn

ighir the impact of orvonic pain onith

e

1 comantiort

tnformation for Healthesre Professionals in pain carer

it

i
CINGATE Protesiona

sk

e Professionals

Stng palnond peapie wh are alfected by pein,

Suppert for pespbs snd families sffectad by chroaic paing

i
.

iR
e

L

-

2
W

TEVA_MDL_A_ 00765959
P-27987_00046



Visible to Users invisible to Users

Page URL www .painmatters.com/community-
engagement/design-for-dialogue
Page Title Tag {Limited to 65 Characters) Pain Matters | Be the Voice that Inspires Change
Page Description {Limited to 150 characters Use Design for Dialogue to rethink the extam room
including spaces) experience and design a space to help address the
e uncomfortable nature of these complexissues,

f?ageﬂ»ﬁey\wmds e o bam, Eﬁmnicigam, déﬁigf’ﬁ\fm‘fijfiajiogﬁé; exam
. . imwomdesien

Confidential TEVA _MDL_A_00765960
P-27987_00047



Confidential S ' '  TEVA_MDL_A_ 00765961
P-27987_00048



.

&W«w‘. : gEee
o ;

H

BY
0

Sndiennes.

W

S

e arilaralail

5

e

i

Confidential

P-27987_00049

TEVA _MDL_A_00765962



Gy

sy

Zl

s ¢ 1

qe

[ EGA%

Ww.mmm

o
:

-

-

.

TEVA _MDL_A_00765963

Confidential

P-27987_00050



e

ot
'wmwn%

u&%ﬂ

e
o

et/ B

e

T b Rgy

e

s

&
ot

P-27987_00051

TEVA _MDL_A_ 00765964

Confidential



e : ‘ R -
{ = ; ¢

.- -
3
5 gen 5
r &
.. i
P ¥
b
3 &
s g
i B
: ¥ O &
et
; z
E L i mw
E & .

P-27987_00052

TEVA _MDL_A 00765965

Confidential



itandedtny T
15 dai Gl

pain 4

MATTERS ]
% 7

AN

L

Thgspemenyy

L
o
it

.
. .

5 . s
e e o S
o Sz s
= 5

. i
e Dama MiohioE
o 3 . i
o - ’ =

R S S
L. i

RS

'vv;w

o
Soone
C

o s

GE o Catviity

o

Confidential

G

TEVA_MDL_A_ 00765966
P-27987_00053



Confidential

St foF.

8 Aadlinzes Dy
HEA

PRLITEER

Tinsiar S i

s

- i
Lo s

o

St g

o e
SLO8n0

i

i

L
o

s
i

S i Soptomioinsly B Mo e Fralnmising

-

Sneae s

Fi Puie APehel iy Pl Frr Pl AERCBA Sy R

e
.
o

o

TEVA_MDL_A_ 00765967
P-27987_00054



o

RN

s

R

s

VA _MDL_A_00765968

Confidential

P-27987_00055



Visible to Users invisible to Users

Page URL www. painmatters.com/community-
engagement/pain-perspectives-community-
insights

Page Title Tag {Limited to 65 Characters) Pain Matters | Pain Perspectives Community Blog

Page Description {Limited to 150 characters Hear perspectives from key healthcare providers,

including spaces) industry thought-eaders, and people affected by
chronic pain

PageKeyWords | 'Pain, chronic pain, healthcare providers, thought

| leaders blog

Confidential TEVA _MDL_A_00765969
P-27987_00056



o
NN

Confidential S TEVA_MDL_A_00765970
P-27987_00057



Visible to Users invisible to Users

Page URL www. painmatters.com/community-
engagement/welcome-pain-perspectives

Page Title Tag {Limited to 65 Characters) Pain Matters | Welcome to Pain Perspectives

Page Description {Limited 1o 150 characters Melanie Rosenblatt, MD, introduces Pain

including spaces) Perspectives: insights into today's complex pain
management landscape from members of the pain
cammunity.

e o pain, pain community, pam

imanagement pain perspec‘twes

Confidential TEVA _MDL_A_00765971
P-27987_00058



Confidential

COANELT fT, L H LEAL R R, { - o ) T

- e (T E gy e ..“
¥ £
hw -
- i e e
s e B ome i et § g amg momt 1ok BRopry ot g fm, omu by R s S idelrenns tPoke § [ERE -8 s
Bersmoative: L
Welemmne § Yoy D CF oy e oy o te e
' “,.5 ~y '5 ..,J “E Fas “%E " yvood 3 ' “‘Lr ’r] "”s
S R ST ICH E QI 51 F I S AT S LS G B VA S

NI S0 0 TE ot Ui S MR T

THRURIDLS W SACHTCT W e T Ay, L

H o gt et sl w,.”m it ;,w‘iu»,i‘,wdﬁ.c%

LA firty B
S E N WA

L

e g
ot bl E L o £ i ] Bt ;smm w

Al wor WA T ol Al

SaR I

LR

Ty B e hem e el g8 BT

wo e a0 Wi s nemrater o Lo e vt conoede e ga et e twoewe

i owe Gen }"*L’(l | 3;\‘;-\3_‘51‘4’&«.@.)9 A A. 4~ L e s, mppz o g e dee u);p

e Ry am

!i%“w”lL 1 s o A
P e e 40 el D a0l uthrts Vel ted Wit et ind wl? st s el

" i“ii*’ﬂgﬁ,'\f 1 e s A e e WO w’v‘z-mﬁ-wnin;‘ ;r\u'gt Y] b P DiRgn e s
Tha T e sides el Sniesany D atoo Uwan gl e osv el cogple ot Daley alte st d by

ey anare who v el peo

ST T T

¢ the nouREY R

..1..,31“.»,n.n
<

20

xRl MR- S B D

JA.‘{.{ w ,(‘t.‘ z

T el v il by

fatei it x,“zw‘»z: b i

wopEpiE ghiys

oSt e dioas

3 P E = O ¥ =T

= ey O

el it Nl 0 Sefe e Dol

o
L

é e it ot s

.y

v e e uﬂJF

u, ol e e

gﬁmmﬁmﬁmﬁi
TEVA_MDL_A_ 00765972

P-27987_00059



Visible to Users invisible to Users

Page URL www. painmatters.com/community-
engagement/one-womans-inspiring-journey-with-
chronic-pain

Page Title Tag (Limited to 65 Characters) Pain Matters | Beyond the Suffering, My Battle for
Grace

Page Description {Limited to 150 characters Cynthia Toussaint, founder of For Grace, shares

including spaces) her inspiring journey moving beyond the suffering
of chronic pain and battling for grace.

PapeKeyWords 0 0| Puin chronic pain, grace, joutney, inspiring
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Page URL www.painmatters.com/community-
engagement/importance-clinical-abuse-potential-
studies

Page Title Tag {Limited to 65 Characters} Pain Matters | The Importance of Clinical Abuse
Potential {CAP) Studies

Page Description {Limited to 150 characters Michael J. Brennan, MD answers commonly asked

including spaces) questions and provides insight into the purpose
and rationale for CAP studies.

‘PaseKeyWords | pain chronic pain, CAP, questions, insight
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Page URL www.painmatters.com/community-
engagement/survey-results-address-rx-asbuse
Page Title Tag {Limited to 65 Characters) Pain Matters | 2015 R Abuse Survey Results
Page Description {Limited to 150 characters Bob Twillman, PhD addresses the results of a new
including spaces) survey exploring complex issues impacting the
| paincarelandscape. -

| Pain, chronic pain, pain care, pain landscape,
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Page URL

www.painmatters.com/community-
engagement/vital-conversations

Page Title Tag {Limited to 65 Characters)

Pain Matters | Conversations that Matter:
Addressing Challenging Topics in the Exam Room

Page Description {Limited to 150 characters
including spaces)

PagekeyWords

‘ Paim chmnic pa n, psyﬁhaiag;mi empact phvsac
ienwmﬁmeﬂt clinicians. -

Richard Payne, MD and Laura Cooley, PhD shed
light on the impact of physical environment on
discussions between clinicians and people with
pain.
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Page URL www. painmatters.com/community-
engagement/ils-an-us-problem

Page Title Tag {Limited to 65 Charactars) Pain Matters | New Videos Underscore
Importance of Appropriate Use, Storage &
Disposal

Page Description {Limited to 150 characters Pain Matters introduces new videos that

including Spageg,) underscore importance of appropriate use,
storage and disposal.

Pase ke Wordy 0 s b dionle el Vides Slarie diegssl
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Page URL www. painmatters.com/community-
engagement/living-with-pain-perspectives
Page Title Tag {Limited to 65 Characters) Pain Matters | Living with Pain Perspectives
Page Description {Limited to 150 characters Short video stories from people affected by
including spaces) chronic pain and their loved ones,

PageKeyWords = | Pain chronic pain, loved ones, video, storfes
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Page URL wyw Dalnmatters. com/community
engagement/pain-matters-documentary

Page Title Tag {Limited to 65 Characters) Pain Matters | Pain Motters Documentary

Page Description {Limited to 150 characters The Pain Matters documentary, produced by the

including spaces) Discovery Channel, chronicles the lives of people

and families affected by chronic pain, and provides
insights from leading pain care professionals on
the importance of working together to manage
this complex condition,

| Pain, chronic pain, Discovery Channel, pain car

e
documentary

PagekeyWords
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Page URL www painmatters.com/community-
engagement/advocating-for-pain-policy-
responsible-opioid-use

Page Title Tag {Limited to 65 Characters) Pain Matters | Advocating for Pain Policy,
Responsible Opioid Use

Page Description (Limited 1o 150 characters Amy Goldstein distusses state and federal

including spaces) advocacy efforts to advance pain policy that
supports the needs of people living with pain.

PageKeyWords . . . Pain, chronic pain, State Pam Paﬁaw Advm:ac:y; o

| Network, advocacy, poliey |
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Page URL

www. painmatters.com/community-

engagement/finding-support-from-others-living-

in-pain

Page Title Tag {Limited to 65 Characters)

Pain Matters | You're Not Alone: Finding Support

from Others Living with Pain

Page Description {Limited to 150 characters
including spaces)

e

Paul Gileno shares his story of living with pain and
his perspective on the pain community’s role in

| raising awareness of the invisible illness.

| Pain, chronic pain, support, U.S. Pain Foundation,
| invisible iliness o o
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Page URL www. painmatters.com/community-
engagement/going-from-patient-to-person

Page Title Tag {Limited to 65 Charactars) Pain Matters | Going From Patient to Person: How
| Live Fully With Pain

Page Description (Limitad to 150 characters Penney Cowan discusses the importance of

including spaces) support groups and finding a balanced appreach to

pain management,
| Pain, chronic pain, American ChronicPain
| Assoristion, painmanagement : ‘

PagekeyWords
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Page URL www.painmatters.com/community-
engagement/teva-pharmaceuticals-pain-
management

Page Title Tag {Limited to 65 Characters} Pain Matters | About Teva Pharmaceuticals

Page Description {Limited to 150 characters Teva is committed to supporting responsible pain

including spaces) management that meets the needs of people living
with pain and healthcare professionals treating
pain.

PageeyWords | Pain chironic pain, Teva Pharmaceuticals, pain.

management, healthcare professionals
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Page URL www.painmatters.com/community-
engagement/pain-community-events-calendar
Page Title Tag {Limited to 65 Characters) Pain Matters | Pain Care Community Events
Calendar
Page Description {(Limitad to 150 characters Pain Matters provides an up-to-date list of pain
including spaces) care conferences and meetings for the pain
| community.

PaseleyWords | Bain chranic pain, events, calendar, conferences
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Page URL www . painmatters.com/healthcare-professionals

Page Title Tag {Limited to 65 Characters) Pain Matters | Healthcare Professionals in Pain
Care

Page Description {Limited to 150 characters Pain Matters provides a variety of different tools

including spaces) and resources aimed at helping healthcare
professionals navigate the complex pain care
landscape.

PagekKeyWords | Pain chronic pain, pain care, healthcare

| professionals, tools
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Approach

Understanding Opioid
) | Abuse
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Abuse Deterrence

Government Frograms. &
Policies

Advancements in Abuse
Deterrence

o

Evelving Abuse
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Page URL www.painmatters.com/healtheare-
professionals/multidisciplinary-approach-to-
managing-chronic-pain

Page Title Tag {Limited to 65 Characters) Pain Matters | Multidisciplinary Pain Management
Page Description {Limited to 150 characters Every patient has his or her own unigque
including spaces) experiences with pain. A multidisciplinary

approach is an important part of a patient-
centered treatment plan.
PageeyWords | Paln, chironlc pain, treatment, patlent plan
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Page URL www.painmatters.com/healtheare-
professionals/understanding-abuse-misuse

Page Title Tag {Limited to 65 Characters) Pain Matters | Linderstanding Opioid Abuse

Page Description {Limited to 150 characters Understanding opioid abuse and the appropriate

including spaces) role of opioids is key to creating strategies that
lead to appropriate use of prescription
medications.

E}agﬁ KeyWQrds . | Pamn, chronic pain, opioid ahus& Gpsmﬁs

. }preacﬁption medication
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Page URL

www.painmatters.com/healtheare-

professionals/multifaceted-approach-to-abuse-

deterrence

Page Title Tag {Limited to 65 Characters)

Pain Matters | Stakeholder Efforts in Abuse

Deterrence

Page Description {Limited to 150 characters
including spaces)

e

Pain Matters provides information about abuse

deterrence technology and the industry initiatives
| dedicated to eliminating opioid abuse and misuse.
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Page URL www.painmatters.com/healthcare-
professionals/abuse-mitigation-programs-policies
Page Title Tag {Limited to 65 Charactars) Pain Matters | ‘Abuse Mitigation Programs &
Policies
Page Description {Limited to 150 characters Pain Matters is committed to providing the
including spaces) resources and guidance needed to mitigate opioid
| abuse, misuse, and diversion.
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professionals/advancements-in-abuse-deterrence

Page Title Tag {Limited to 65 Characters) Pain Matters | Advancements in Abuse Deterrence

Page Description {Limited to 150 characters Pain Matters provides information and resources

including spaces) to educate healthcare professionals around
strategies and studies that address opioid abuse
potential,

| abuse, resources

PageKeyWords " Pain, chronic pain, healthcare professionals, opioid

Confidential TEVA _MDL_A_00766008
P-27987_00095



o 5

Advancemants in Upioid Abuse

Deterrence

st naton s fosiest grocang e it
o e i ey el o

4 015, 75 P

eilialy sivaa deirvrest

s heve pe e 16 el

b TR 5 Ed e R

SRR

s wsndte

Stuici 08 Fyaliiate Row Potony

jechnoiogies

innveler s s toe epnet o pesteslaliy ot o8

deg

avnory-heat iciasneE te
afers

e At T o4 SRS 1S SRGETSE e IO WD oy Ses

< i

156 Petont

25 e

man ¢ suse pobial gt

i, evsiaat bie agtert S5l 3 ik e

2diguner v e s

kol thotedt dng Tt

s el g
P

WS i ok i

5. 530 T a2 N 87 5

W T S

oty St 641514 TR e hher t e farkés g progie
s, 5 #

i tes priscos

e i et e 4 age 1

sy aris s des

b, datz e

»
Salzdn dre i

linng fior ADuse £

toe priduct nes men: developedw s

armpe
oty el o gnitic s st prod

9 ik
g o skt
rech $pn e g orifih

i e T

Ee -

=9tz

et sl e fopi aan! g

ke

Confidential S S TEVA_MDL_A_ 00766009
P-27987_00096



Visible to Users invisible to Users

Page URL www. painmatters.com/healthcare-
professionals/understanding-abuse-deterrence-
technology

Page Title Tag (Limited to 65 Characters) Pain Matiers | Understanding Abuse Deterrence
Technology

Page Description (Limited to 150 characters Watch this video to learn more about abuse

including spaces) deterrence technologies.
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Page URL www . painmatters.com/people-affected-by-pain/

Page Title Tag {Limited to 65 Characters) Pain Matters | People Affected By Pain

Page Description {Limited to 150 characters Pain Matters provides people with pain

including spaces) information for working with a healthcare team
and guidance about safe use, storage, and disposal
of opioid medicines.

PageleyWords | Pain chronic pain, resources, pain treatment,
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Page URL www . painmatters.com/people-affected-by-
pain/understanding-pain

Page Title Tag {Limited to 65 Characters) Pain Matters | Understanding Chronic Pain

Page Description {Limited to 150 characters Understand the differences between acute and

including spaces) chronic pain.

PageKeyWords | Pain chronic pain, acute pain, acute, chronic
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Page URL

www.painmatters.com/people-affected-by-
pain/finding-right-pain-care-plan-for-you

Page Title Tag {Limited to 65 Characters)

Pain Matters | Finding the Right Chronic Pain Care
Plan for You

BeleWords

Page Description {(Limitad to 150 characters
including spaces)

| pain management.
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Page URL www . painmatters.com/people-affected-by-
pain/prescription-opioid-medicines
Page Title Tag {Limited to 65 Characters) Pain Matters | Prescription Opioid Medicines
Page Description {Limited to 150 characters Find answers to your guestions and information
including spaces) about prescription opicid medicines for people
- . _1with chronic pain
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Page URL www.painmatters.com/people-affected-by-
pain/appropriate-use-storage-disposal

Page Title Tag {Limited to 65 Characters) Pain Matters | Appropriate Use, Storage &
Disposal

Page Description {Limited to 150 characters Pain Matters provides information on appropriate

including spaces) use, storage, and disposal of prescription opioid
medicines

Page Key Words

| Pain, chironic pain, opioid, opioid disposal, apiold
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Page URL

www. painmatters.com/tools-resources/

Page Title Tag {Limited to 65 Characters)

Pain Matters | Videos and Downloadable Tools

Page Description {Limited to 150 characters
including spaces)

Pain Matters provides resources 1o help both
healthcare professionals and people affected by
pain navigate the ccmplex pain care Eandscape

o ,Pam, chronic pain, mwurcesb pam care, heaithcare ;
| professionals \ \ ‘
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Page URL www. painmatters.com/healthcare-
professionals/tools-resources-for-managing-
chronic-pain

Page Title Tag (Limited to 65 Characters) Pain Matters | Tools & Resources for Healthcare
Professionals

Page Description (Limited to 150 characters Find tools here to help grow your understanding

including spaces) of the evolving pain care landscape and to share

- with your patients. |

PageKeyWords
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Page URL

www.painmatters.com/people-affected-by-
pain/community-resources-people-affected-
chronic-pain

Page Title Tag {Limited 10 65 Characters)

Pain Matiers | Community Resources for People
Affected by Chronic Pain

'?éﬁgfervi(éy‘w{ﬁrdsf e

Page Description {Limited to 150 characters
including spaces)

. Find tools and resources to help vou get the
information you need to reduce the risk of
prescription medicine abuse and misuse,

- | Pain, chronic pain, pain care, resources;
.| prescription medicine abuse
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Video Tags

Title: Pain Matters Documentary

Description: The Discovery Channel Documentary, Pain Matters, explores the realities of
chronic pain through the eyes of individuals who live with it and their loved ones, as well as
perspectives from leading national experts in pain management.

Tags: Pain Matters, chronic pain, pain management, living with pain, Discovery Channel,
responsible pain management

Title: Pain Matters: Ms, Generous

Description: The “Don’t Think It Matters?” video series sheds light on how people knowingly or
unknowingly contribute to prescription drug diversion, abuse, and misuse.

Tags: Pain Matters, pain management, pain medication, responsible pain management,
medication storage, medication disposal

Title: Pain Matters: The Collector

Description: The “Don’t Think It Matters?” video series sheds light on how people knowingly or
unknowingly contribute to prescription drug diversion, abuse, and misuse.

Tags: Pain Matters, pain management, pain medication, responsible pain management,
medication storage, medication disposal

Title: Pain Matters: Girls Night Out

Description: The “Don’t Think It Matters?” video series sheds light on how people knowingly or
unknowingly contribute to prescription drug diversion, abuse, and misuse.

Tags: Pain Matters, pain mahagement, pain medication, responsible pain management,
medication storage, medication disposal

Title: Pain Matters Documentary Film Clips

Description: Watch short clips from The Discovery Channel documentary, Pain Matters, to
understand first-hand what it is like to live with chronic pain.

Tags: Pain Matters, chronic pain, pain management, living with pain, Discovery Channel,
responsible pain management

Title: Introducing Pain Matters

Description: Watch an introductory video about PainMatters.com, a website developed by
Teva Pharmaceuticals to offer practical information and resources for healthcare professionals
and people affected by chronic pain as they navigate the evolving and complex pain care
landscape.

Tags: Pain Matters, Teva, health care professionals, chronic pain, affected by chronic pain, pain
perspectives, living with pain, pain care

Title: Abuse Deterrence Technology Video
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Description: This video provides an overview of the evolving science of abuse deterrence

technology.
Tags: Pain Matters, Abuse Deterrence Technolagy, chronic pain management, chronic pain,

opioid abuse, opioid misuse, FDA Guidance
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Hear from the Community s

New Survey Results Acdress Rx Abuse, presentec by Beb Twlliman, PhD

Check back ‘or regular upaates from the pain community

“Chronic pain continues to be a serious issue for millions of Americans, and Teva is committed to
supporting responsible pain management that meets the needs of people living with pain and
healthcare professionals.”’?

https://web.archive.org/web/20151011111918/http://painmatters.com:80/ 3/5
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Teva Pharmaceuticals and Pain
Management

At Teva Pharmaceuticals, we understand that chronic pain affects more than 100 million
Americans.! It can greatly affect people touching many aspects of their lives, including their
physical health and ability to participate in daily tasks.*

Our Commitment to Pain Care

Teva is committed to supporting responsible pain management that meets the needs of people
living with pain and healthcare professionals treating pain. With a diverse portfolio and pipeline,
we are working to help advance treatmenrts in pain management. Prescription opioid medications
are an important part of a treatment plan for many people living with chronic pain, but we know
that they carry a serious risk of abuse and misuse.? Teva is equally committed to addressing the
serious problems of chronic pain and prescription drug abuse.

As part of our ongoing commitment to support healthcare professionals and patients dealing with
chronic pain, we are developing an innovative abuse deterrence technology platform to
address the challenges of opioid abuse and misuse.

To learn more about Teva and our commitment, visit us online at TevaUSA.com

https://web.archive.org/web/20151112124240/http://painmatters com:80/community-engagement/teva-pharmaceuticals-pain-management.aspx 1/4
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Sign Up NS

Community Collaboration

As a company, Teva takes this commitment beyond its products, leading education and abuse-
mitigation efforts. We're also working to develop educational resources and partner with a variety
of stakeholders. In this complex pain care environment, Teva is focused on keeping patient needs
at the center of all we do.

The Alliance to Prevent the Abuse of Medicines

In 2013, Teva became one of several leading industry stakeholders including the American
Medical Association, CVS Caremark, Cardinal Health, {he Healthcare Distribution
Management Association, Prime Therapeutics, Millennium Health, and Kaleo dedicated to
developing policy solutions aimed to address prescription drug abuse. This non-profit partnership
includes perspectives from all angles of the prescription drug supply chain—from manufacturers

to distributors and pharmacies to physicians.

Next Steps

Go to Healthcare Professionals )

https://web.archive.org/web/20151112124240/http://painmatters.com:80/community-engagement/teva-pharmaceuticals-pain-management.aspx 2/4
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Sign Up

Related Content

Understanding Chronic Pain

Watch the Pain Matters documentary to learn about the impact of chronic pain

G) Tools & Resources

Use these tools and downloads to learn more about responsible opioid use

f W Opioid Abuse Deterrence Technology Guidance
Recent FDA guidance on evolving opioid abuse deterrence technology
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New Rx Abuse Survey Results

Physicians and People Affected by Chronic Pain Open Up About Rx
Abuse

Prescription drug abuse is a serious public health problem that is having a significant impact on
our society and more directly, on the relationships between people affected by pain and their
physicians. New survey results shed light on the challenges that exist in this evolving pain care
landscape. How do clinicians and people with pain balance the need to talk about the impact of
pain on everyday life and the risks of abuse and misuse associated with prescription opioid
medications? These survey results reveal that both clinicians and people affected by chronic pain
recognize their important role in helping to reduce the risk of abuse, but feel that discussing the
topic can be uncomfortable. Clinicians and people with chronic pain agree that information and
practical resources that help address this complex problem are greatly needed. Dig deeper into
the perspectives of clinicians and people affected by pain through the survey-results infographic

below.

Clinicians and people affected
by pain open up about Rx abuse

https://web.archive.org/web/20151018122647/http://painmatters.com:80/community-engagement/survey-results-address-rx-abuse.aspx 1/4
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addition to a resource section specifically designed to support people affected by pain

About the Survey

A new survey conducted on behalf of Teva in partnership with the U.S. Pain Foundation and the
American Academy of Pain Management explores issues impacting the pain care landscape. The
survey included 1,100 prescribing healthcare professionals and 1,044 adults with chronic pain
taking medications to manage their pain. The survey was conducted from January 21 to February
10, 2015.

About the Author: Bob Twillman, PhD

Bob Twillman, Ph.D., is the Executive Director for the American Academy of Pain
Management. In that capacity, Dr. Twillman is responsible for overseeing federal and
state pain policy developments and advocating for those supporting an integrative
approach to managing pain. He also serves as Chair of the Prescription Monitoring Program
Advisory Committee for the Kansas Board of Pharmacy. Dr. Twillman received his Ph.D. in Clinical
Psychology at the University of California in Los Angeles, and maintains a volunteer faculty
appointment as Clinical Associate Professor of Psychiatry and Behavioral Sciences at the
University of Kansas School of Medicine in Kansas City, KS. Prior to taking his current position, Dr.
Twillman was a full-time faculty member at the University of Kansas Medical Center, where he
founded and directed the inpatient pain management program and was a co-founder of the
hospital’s Palliative Care Team. He has been actively involved in pain policy through his work with
the Alliance of State Pain Initiatives and the American Pain Society for many years.

Teva Pharmaceuticals reviewed and edited this post prior to publication.

RELATED STORIES

March 2015

https:/iweb.archive.org/web/20151018122647/http://painmatters.com:80/community-engagement/survey-results-address-rx-abuse.aspx 2/4
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Continue Reading

Related Content

@ About Pain Matters
Find support for navigating the complex and evolving pain care landscape.

Pain Matters Documentary

Discover the impact of chronic pain through the lives of people with pain and their
loved ones.

@ Teva’s Pain Care Commitment
Learn how Teva is supporting responsible pain management.
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Healthcare Professionals SHARE

Opioid Abuse Mitigation Programs & Policies

The Role of Government in Mitigating Opioid Abuse

Due to the complex issues surrounding opioid abuse and misuse, various national and state
programs, policies, and laws have been put in place to help mitigate opioid abuse and misuse.

Prescription Drug Monitoring Programs (PDMPs)

Controlled Substance Scheduling

Risk Evaluation and Mitigation Strategy (REMS)

Prescription Drug Monitoring Programs (PDMPs)

PDMPs are in place in 49 states to help detect and reduce the risk of diversion and abuse of
prescription drugs at the practice and retail .evels. These state programs allow for the collection
and analysis of prescription data.*” Proactive reporting through the use of PDMPs can help*®:

« Alert prescribers and pharmacists to potential prescription opio'd abuse or diversion

among their patients

https://web.archive.org/web/20151006011401/http://www.painmatters.com:80/healthcare-professionals/abuse-mitigation-programs-policies.aspx 15
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« Provide an opportunity to intervene and refer patients for substance use disorder

treatment when appropriate

Schedules of Controlled Substances?

The DEA plays an important role in mitigating abuse and diversion of opioids. This federal agency
enforces the controlled substance laws and regulations in the US, including the scheduling of
controlled substances, such as opioids.*® Controlled substances are classified into five categories,
or schedules, according to the accepted medical use and the potential for abuse.*? Schedule |
drugs are considered the most dangerous, while Schedule V drugs are seen to have the least risk
for abuse . Prescription opioid medications generally fall under Schedules Il and 11129

SCHEDULE & DESCRIPTION

https://web.archive.org/web/20151006011401/http://www.painmatters. com:80/healthcare-professionals/abuse-mitigation-programs-policies.aspx 215
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In addition to classifying potentially dangerous substances by schedule, the DFA's Office of
Diversion Control requires physicians who intend to prescribe scheduled (controlled) medications
to register in the state where they obtained a valid medical license.?® The goal of this initiative is to
detect and investigate diversion of controlled substances from legitimate sources while ensuring
an adequate and uninterrupted supply for legitimate medical, commercial, and scientific needs.2°

Risk Evaluation and Mitigation Strategies (REMS)

REMS are requirements set by the Food and Drug Administration (FDA) for pharmaceutical
manufacturers to help ensure that the benefits outweigh the risks for certain drugs.*® There are
several components of REMS that can be used by the pharmaceutical industry, including one or
more of the following®:

Medication Guides or Patient Package Inserts

« FDA-approved instructions for appropriate use and instructions for patients focused on avoiding serious

adverse events

Communication Plans

« Acomprehensive plan for providing healthcare professionals with education, information, and increased

awareness of risks associated with a drug

Elements To Assure Safe Use

« Some products are required to have additional actions that healthcare professionals need to execute
prior to prescribing or dispensing the drug to the patient, known as Elements To Assure Safe Use

(FTASU)
Implementation Systems

= When ETASU are required as part of a REMS program, the FDA may also require pharmaceutical

companies to create a plan to ensure prescribers are complying with ETASU

https://web.archive.org/web/20151006011401/http://www.painmatters.com:80/healthcare-professionals/abuse-mitigation-programs-policies.aspx 3/5
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Assessment results may be used to modify the REMS, or even eliminate it, if the assessment shows

cnanges are needed or that the REMS have met its goals

Next Steps

Go to Opioid Advancements in Abuse Deterrence )

Related Content

Community Insights

Pain Perspectives -hear from members of the pain community

Tools & Resources

Find screening tools and educational resources

O Opioid Abuse Deterrence Technology
Advances in technology adaress the challenges of opioid abuse
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A Multifaceted Approach to Opioid Abuse
Deterrence

Key Stakeholders Are Making Strides to Mitigate
Risk

As part of the pain care community, we understand that we all have an active role to play to help
advance responsible pain management and abuse deterrence.®® in a recent statement on
prescription opioid abuse, the FDA underscored the need to work together to invest in strategies
and responsible approaches that deter or mitigate abuse while preserving access to pain
medications for the patients that need them most.3

https://web.archive.org/web/20151025111739/http://painmatters.com:80/healthcare-professionals/multifaceted-approach-to-abuse-deterrence.aspx 1/5
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Healthcare Professional Training and Education

The FDA has identified three key ways prescribers can help curtail the US opioid epidemic®?;

¢ Ensuring that they have adequate training in opioid therapy
e Knowing the content of the most current opioid crug labels

» Educating patients about the appropriate use of opioids, their potential risks, and proper disposal

technigues

©

Understanding Appropriate Use of Pain Medications

https://web.archive.org/web/20151025111739/http://painmatters.com:80/healthcare-professionals/muliifaceted-approach-to-abuse-deterrence.aspx 2/5
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Qnderstandmgand fo>lllnc'3v'\7/vihué ahpprovpnate ’use, stora ge, and dispdsél instructions could help
reduce the risk of abuse and diversion. The American Academy of Family Physicians has provided
general guidance and helpful tools on the appropriate use, storage, and disposal of opioid

medications.®

Resources are available to help educate around the appropriate use, storage, and disposal of
prescription opioid medications.

Policies and Programs Provide Guidance
There are many government policies and programs in place to help address the opioid abuse
public health issue. Laws and policies of today must simultaneously prevent abuse, addiction, and

diversion while allowing and supporting the legal use of prescription drugs by tnose who need
them.?

Advocacy Organizations Offer Ongoing Support

Public education programs engage local healthcare professionals and antidrug coalitions to
promote and distribute public education materials supporting the appropriate use and storage of
prescription pain medications and understanding of the associated risks of abuse and misuse.?

https://web.archive.org/web/20151025111739/http://painmatters.com:80/healthcare-professionals/multifaceted-approach-to-abuse-deterrence.aspx 3/5
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Pharmaceutical Industry Drives Evolving Technology

The FDA also encourages the ongoing study of abuse deterrence technologies for prescription
opioid medications. Currently, the concept of abuse deterrence is viewed as the introduction of
some limits or impediments to abuse, as opposed to the outright elimination of abuse.?

At Teva Pharmaceuticals, we take our responsibility to help mitigate the risks of abuse seriously. In
2013, we partnered with five leading industry organizations across the prescription drug supply
chain to form the Alliance to Prevent the Abuse of Medicines. We are dedicated to raising
awareness of the risks of opioid drug abuse.

Next Steps

Go to Opioid Abuse Mitigation Programs & Policies )

Related Content

Managing Chronic Pain
Find information on treatment options for managing pain

Opioid Abuse Mitigation Programs & Policies
Opioid use and abuse guidance from state and federal governments

Advancements in Opioid Abuse Deterrence
New strategies address abuse potential

https://web.archive.org/web/20151025111739/http://painmatters.com:80/healthcare-professionals/multifaceted-approach-to-abuse-deterrence.aspx 4/5
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Understanding Opioid Abuse & Misuse

More than 12 million people reported using prescription pain medications non-medically in
2010.1° That number encompasses both abuse and misuse. The abuse and misuse of
prescription pain medications were responsible for more than 475,000 emergency
department visits in 2009, a number that nearly doubled in just five years.1® Further, opioid
overdoses in particular are increasingly due to the abuse of prescription painkillers.

Opioid Abuse

Abuse is a nonmedical use of a drug, repeatedly, or even sporadically, for the positive
psychoactive effects it produces.*! The most common form of opioid abuse is swallowing a
number of intact pills or tablets to achieve a feeling of euphoria.® While this is the most
widespread form of abuse, opioid analgesics can be abused in a number of ways®:

Swallowed whole

e Crushed and swallowed

Crushed ana snorted

Crushed ard smoked

Crushed, dissolved, and irjected

hitps://web.archive.org/web/20151025033305/http://painmatters.com:80/healthcare-professionals/understanding-abuse-misuse.aspx 1/3
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Alcohol-induced dose dumping, or the associated intake of alcoholic beverages together with oral
controlled-release opicid formulations, is another form of abuse that may result in an
uncontrolled and immediate drug release.*?

Opioid Misuse

Misuse is using the prescription drug for a reason other than for which it was
prescribed.! The key differentiator being the drug is not being used for an intentional high, so it
is labeled misuse rather than abuse. Misuse can also take many forms, for example**:

e Using a drug for a different condition than that for which the drug is prescribed
¢ Taking more drug than prescribed or at different dosing intervals

« Usingadrug not prescribed for them for other therapeutic purposes

Next Steps

Go to Stakeholder Efforts in Opioid Abuse Deterrence )

Related Content

O Understanding Chronic Pain
Watch the Pain Matters documentary to learn about the impact of chronic pain

https://web.archive.org/web/20151025033305/http://painmatters.com:80/healthcare-professionals/understanding-abuse-misuse.aspx 2/3
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Oploui Abuse Deterrence Tecfmology
Advances in technology address the challenges of opioid abuse
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A Multidisciplinary Approach to Managing
Chronic Pain

While there are a variety of options available to treat chronic pain, it usually cannot be cured,
only managed.® There isn’t one right way to treat pain.®

Approaches to Pain Managements

PHYSICAL THERAPY SPINAL MANIPULATION

COGNITIVE BEHAVIOR THERAPY ACUPUNCTURE

g

PAIN MEDICATION
(RXAND OTC)
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The pain experience is individual. Chronic pain is defined by the International Assaciation for the
Study of Pain as “a persistent pain that is not amenable, as a rule, to treatments based upon
specific remedies or to the routine methods of pain control”® It's a serious medical condition that
may greatly affect people leaving them unable to work, maintain relationships, or participate in
daily tasks.!

Chronic pain can affect anyone. The Institute of Medicine estimated that 100 million American
adults are impacted by chronic pain, which includes people who reported having “severe pain,
moderate pain, joint pain, arthritis, or functional limitation.”*

The Role of Opioids in Chronic Pain Management

Prescription pain medications, such as opioids, may be an appropriate treatment option for
people whose chronic pain is not adequately managed by other methods.2 Opioids are an
important option for the treatment of certain types of chronic pain.?

Next Steps

Go to Understanding Opioid Abuse )

Related Content

@ Tools & Resources
Use these tools and downloads to learn more about responsible opioid use

Understanding Opioid Abuse
Statistics and insights into opioid abuse and misuse

@ Opioid Abuse Deterrence Technology
Advances in technology address the chailenges of opioid abuse
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Media/NPP Q4 Incremental & Tactics Overview

« Total 2015 budget $998,750
— PO# 42190546 $483,750; PO# 42206449 $515,000
* Q4 Incremental: $265K

* Incremental investment allocation started 11/16/2015

— Media Channels Breakdown
* Print: $50K
* Paid Search: $95K
» HCP/Digital Promotion: $120K

* NPP: An additional Doximity Doc News Alert was deployed at no additional cost December 2015.
Performance results for that alert will be available in the first week of February 2016

HCP Digital/Rich Media

Display e steechiot
MATTERS
2
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Pain Matters Website — Media Spend and Traffic

Paid Media Website Traffic and Media Spend (4/15 - 12/31)
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» Display/mobile and paid search drove a total of 63,050 visitors to the Pain Matters website
from 11/16 to 12/31, a total share of 95% of all traffic driven to the website during the same

period

¢ Overall, traffic driven to the Pain Matters website by paid media tactics in Q4 (10/1

—12/31) increased by 84% compared to Q2 + Q3 (4/15 — 9/30)

« Traffic from the paid search campaign increased by 137% in Q4 and display/mobile

traffic by 25%, together accounting for a 84% increase in paid media traffic vs. Q2 +

Q3

« Overall, website visits driven by the paid media campaign accounted for 84% of all traffic to

the Pain Matters website

* The campaign’s average CPC was $6.29 for display/mobile partners. CPCincreased slightly in
December compared to the previous months partly due to decreases in traffic driven by our

mobile partners, which had one of the lowest average CPCs of the campaign, and increases in
traffic driven by partners with higher CPCs, such as Specific Media and Adprime, which in turn
drove a more engaged and qualified traffic to the website

*  Adprime and Specific Media {rich media unit) received 40% of the Q4 incremental

* Traffic driven by display/mobile decreased in October and December
compared to September and November partly due to lack of activity in
mobile geo-targeting during those months

Mobile conference geo-targeting was a large contributor to
website traffic throughout the 2015 paid media campaign, with
traffic spikes occurring during Pain conferences in September and
November

Websile

Tsits dri
Website Website Website TIEY Shtine ‘%increase

Visits Visits Visits - | By Paid Media} . o gz
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74 3 >
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Display/Mobile CTR and CPC (4/15 - 12/31)
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Q4 Display/Mobile Engagement Performance

Display/Mobile CTR and Website Engagements per Quarter
WAL - et DisplayMobile On-Site Average Engagement (4/15 - 12/31)

3000 0.18% 0.20% Avg.
2500 Period Visits Bounce Pa eAs:ISgesson AZ?\Z::
¢ 0.13% -1 0.15% s
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o 0.05% S 30907 71.86% 170 01:02
[}
: 55 G570 71.51% 0112
Q2 03 04
* Engagement metrics for display/mobile performed slightly

+ Although overall display/mobile CTR decreased by 22% from Q3 to below overall site averages in Q4 .

Q4, key website engagements* driven by display and mobile partners * Q4overallsite averageibounce rate was 69%; ;

increased by 88% compared to Q2 + Q3 (4/15 - 9/30) average pages per session 1.96; and, average time

spent on site was 01:25 minutes
* This decrease was partly due to a lower percentage of new
users driven to the website during the same period
* The percentage of new users driven to the Pain
Matters website decreased 11% in Q4 compared to
Q2, when 84% of traffic driven to the website was

Koy Website | - KeyWebsite | Key Website TolalKey composed of new visitors (79% of the traffic in Q2
Engagements Engagements Engagemems Website dri b 5o
e Engagements was driven y new visitors) ;
DisplayMMobile e 2728 , 4‘ 183 * Users returning to the site were less likely to

: : interact with the same content with which they had
LR BOOL i ddNae. previously

¢ Q4 incremental spend in display/mobile drove a total of 2,729 key
website engagements on the Pain Matters website
* Overall, 19% of all traffic to key website pages within the site
was driven by display/mobile

*Key website engagements are visits the Pain Matters website where HCPs visits any page with ADT PAIN
content, watches the ADT video, or downloads the “Evolving Roles, Same Goals” presentation
MATTERS
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Paid Search Engagement Performance Q

3 Incremental Impact on High Quality ‘ High Quality Event Delivery And Spend By Quarter
: Event Volume* 16,000 . $300,000
: | 9,000
: ; o $250,000 E
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] 2,021 i 6,000 -~ :
: . " i
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: i 1,000
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4 » Forecast Delivery = Incremental Delivery ! EE HOE e Spend
*Incremental flight dates: 11/15-12/31.
* Incremental spend delivered an additional 2,021 HQEs on top of the 3,696 HQEs forecast for 11/15-12/31.
* CPCdid increase as spend increased, however CTR was positively impacted.
+ General keywords such as “Pain Management”, and “Chronic Pain” benefited the most from additional
budget, driving increased clicks while also increasing CTR.
* Incremental spend also resulted in additional Sitelink conversions; Sitelinks served more often due to
improved ad position.
PAIN
MATTERS

Note: High Quality Event (HQE): Advancements in Abuse page, Prescription Opioid Medicines page, Approach To Abuse Page,

Understanding ADT page.
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Pain Matters Print

Campaign Total Spend: $160,018

2015 Monthly Print Spend by Specialty (4/15 - 12/31)
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* 1 additional print insertion was added to the 2015 Pain Matters campaign in Pain Medicine News,
Pharmacy Times, Practical Pain Management, and American Family Physician in December as part of

the Q4 incremental plan

* For the Pain publications, we ran 2 insertions in Q2, 2 insertions in Q3, and 3 insertions in Q4
resulting in a gradual increase in exposures of Pain specialists. For the PCP targeting, we ran 2
insertions in Q2, 1 insertion in Q3, and 1 in Q4, which explains why there was a decrease in PCP
exposures between Q2 and Q3 and a stable amount of exposures between Q3 and Q4. For the
Pharmacists, we ran 2 insertions, 1 in Q3 and 1 in Q4 resulting in a leveled amount of exposures in

each quarter.

PAIN
MATTERS

Highly Confidential

TEVA_MDL_A_08657223

P-27987_00290



PAIN

Highly Confidential TEVA_MDL_A_08657224

P-27987_00291





